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(57) Abstract: The invention aims at providing external preparations for skin which inhibit excessive melanin formation and thus 
exhibit skin-whitening effect while keeping the natural whiteness and which function as substantial lightening preparations. The in- 
vention relates to an external preparation for skin which contains both at least one member selected from among centaureidin (5,7-di- 
hydroxy-3,6-dimethoxy-2-(5-hydroxy-4- methoxyphenyl)-4H-l-benzopyran-4-one), 5,7-dihydroxy-3,6,8- trimethoxy-2-(3,4,5-tri- 

hydroxyphenyr)-4H-l-benzopyran-4-one, 3,5-diethoxy-6,7-dimethoxy-2-(5-ethoxy-4-methoxyphenyl)-4H-l-benzopyran-4-one, 
5,6-dihydroxy-3,7-dimethoxy-2-(5- hydroxy-2,4-dimethoxyphenyl)-4H-l-benzopyran-4-one and salts thereof, and at least one 
member selected from among 4-n-butylresorcinol and salts thereof. 



V> (5. 7-vt: h^V-2- (S-t Kp + V-4-> h^i^y il-JI.) -4H-1-K>V'lf 
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[0001] &m^mm^m\^. mmma-±. ^y^v^-^y^^mMKurMf^^m^ 



^r^^h^^^^jbffil^fj il5^-r§{b|i^45>if ;iS-j^^(-/^;9oo&5 i|#f1^ 

[0004] — mfE-i^^^:(i) xm^n^it^m(D—DXh^. ^ly^^u^z^i^i 

centaureidin) ir-r3'>y:ndf^yyi>^(^^ ^i^p^y^^^)y^m(Dm.^\^WPA-^^ 

v^5(Mx.«\ #ff3tm4. #11^:5:11^5. #f^Jcil^6#ifJo 7^^yf-'Yb(DT'>'K^ 
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[0005] ^mn'f^m:mmhm^umffa(D^mi^ wimwf(Dm^mMmm].w^^ 



f±m* 0 m±. 2001^3^ 310 

##l1^^Sfe2 : Glasl S., et al., Z. Naturforsch., 2002(11-12), 976-982 

rp^it^l : #r?S2003-212714-^<k^# 
#f^^S^2 : #^2000-502359-^<::^|R 
#fF:5:i^3 : #r?S ¥08-48620-^^^ 
#lf^m4:#r?a ¥08-1 04646^^^5 
#fF^il^5 : #|i¥l 1-349435^^^6 
#1^ AiS^6 : #r?fl 200 1-3 1 62 14-^^# 
#fF:S:iSfe7 : #r?g 2003-1 1 3027-^^; 
tll^^ims : # r?a 200 3-8 1 8 0 7-^^# 



[0008] ii)rm-^^(i)xm^u^i\::^mi&.r. ^n^it^^(A)t\^^^^ti^h^)R 
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[0009] Wbi] 




-«!;^ (1) 



[0010] i^^. r\ r\ r\ r\ R'RxiR'a^ti^^tv^^±i^7Kmw.^xm^mm-4m(D 

->7:nnyl^)-4H-l-^^y't°9^^-4-;t-^, 5, 7->^tFndfiy-3, 6, S-hV^h^i-" 
-2-(3, 4, 5-hytKn=^v^:7j:c:^y^)-4H-l-^^y't:°^^-4-;t>'. 3, 

7-v'^h^v^-2-(5-^h=3ri/-4-7^b^->:7^^/k)-4H-l-^^y't°^>' 
-4-;r>'^tJ«5, e-v^tKn^^^v'-a, 7-v?^h^->-2-(5-tKn^^^-2, 4-v?^h=3f- 
v':7^^/^) -4H- t°7^-4-;^-^;0 ^e^il fl§ 1 ffiX ft 2®;^;^ iiT'fe^ ( 1 ) 

^2>)\\L^m {K)'BiJJ/y^\t^(DM.(Dmm'^. =^^f4y3=¥'yy'>a (Achillea spJXJi 
=¥i5^f4-¥:^^Vk-^=¥>M (Centaurea sp.) (^^i^cD J^=¥;^-Cfe§^i:^it#tti:'t"§^ (1) 

(4) ^:^^^y:3dfSi;y.^^ (Achillea sp.) (DWkifi. T^'7^J>^ (Achillea ageratum) , 
'—'7^-i'^=¥'^T (Achillea cartilaginea) ^ ^^f/ji^^ (Achillea clavenae) ^ '^^'^'i'/^ 
^"yyr> (Achillea filipendula) , ir^gT^^/ndfsyyr^ (Achillea millefolium) , -T-)- ( 
Achillea nana) , y°^—^tl (Achillea ptarmica) ^r/h7^/=idf-ijyr^ (Achillea 
tomentosa):^^P?3lf^;H'^ ^^iJ'^-Yri^V^-^^^i^M (Centaurea sp.)©ffi#J 
^S-vyVw3fJy (Centaurea cyanus) (3) (-fSicO^it^^ffi 
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1) - (4) <Dinti^^i:imm(D&m^mL 
:h^^t^^mt'r^. (1) - (6) (Di^n^^\ctm(DSim^mm. 

(^'fei^m^^i-^3V^-C. -fe^;6no. or— 5. OYROl/lfecZ^^^^^boo, 0^^^3 

0. OR— 5. OYRcDl/L^-trfeoT. 0^^^6— 7^1?[R]_b$-^fc|/L^^^-rSI/l^M 
P*-r§o V>-ftLC7)^^(C:fo^V^Ttj.J$itJ*. 2. 8-4. 2(Dmmt^£^o ^(Dm&(Dm. 

[0013] -^^-fe/V-fei^J^^li:^. -^^ir/^CH. A. Munsell) (Cj;oT#^$;n/c, 
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[0014] < 1 >:^mm(D&m^mM(Dii^^mi^^'^'h^it^'^iA)Rxixxn^(Dm.K-^\^^ 

X 

^"ntVk^, l-^^/^o^^^/k^, 1-^^/1^ 

[0015] ^lEcD^/^-fb-a^i^ (A) (DMcW-mtVXit. m^it^ ±>'^^U4i^>'(5, 7-v?tKn 

^^-4-^^, ii>^T> r<b'a^i|^lJ^V^5)> 5, 7-v^tiKndr^/-3, 6, 8-hy7<h^^/-2-( 
3, 4, 5-hyt:Kn:3^^;/^:t^/V)-4H-l-^^y^t°^>'-4-;^-^(ii>!,T> Ut^^2]t 
V^5).3, 5-v^:i^b=^v^-6, 7-v^p<h=^^/-2-(5-^h=3r->-4-^h^^;^7ai^/P)-4 
H-l--<>'yt°^>'-4-;^^(i^T. ^^[:^^|^3JiV^5)^ ifeV^fi, 5, 6-v^tKn=^-^- 
3, 7-v=^h=3rv^-2-(5-tKn=^v^-2, 4-v^^h^>^:7:n^/V)-4H-l-^>'y~t°7^/ 
-4-:^^(^T. ^'fh^^^4J^;V^5)#;5WJSi^M^T#5. ^©^T^^-fb^i^-r^ic^ 
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•So 

^^f4-¥^V^-^=¥^S (Centaurea sp.) t-lMi-^tti^^OS^if btl.^o it-^m (A 

[0018] fflHtifi. mmi^. m^h<n^'m^'^±mi^m^ML'Xi—iomMm(^mM^i]ii 

^^i^^mmm m^\^. ^'^^^:i'iy{^mMm) hp-2o. h^^i^^w^s: 
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[0019] mm^^^^/^^])y^M(Om!^ti.Xn. T^'^^J>^ (Achniea ageratum) . 

;^^'X'f ^=¥^T (Achillea cartilaginea) ^ ^^t/^i-j-^ (Achillea clavenae) ^ '^^'^'^'7 
=i^riyf7 (Achillea fflipendula) , ir^B^ /=i^])y^ (Achillea millefolium) , ( 
Achillea nana) ^ — 5^;^ (Achillea ptarmica) ^ ^y^/^^^Vy^ (Achillea tomentosa) 

[0021] _hiB(D j;5 K\^xnhn^^^y^xy)mm^tixm^hti^^h^m (a) Rxiyxn^ 

<Dm.(D^^ma. ^M^mM±Ml^Ml^X. UMX\ O. 003K^%i^_h-efe'9. 0 

-a^icD^^LV^iiPIfgibTtt. ^Jt^ffi^iJ^»(^^bT. HAT. 2K»%i^ 

[0022] (^jgMl-^S) 

/v-BOL^ijG^x, smmiJumMmi^fc. ^m-^Xif^Mx^tcm. mi±.m^\^. ^t^t^iL 

PLC(;^7^A:ODS, «^^|±^#i^ftBfTi^> IWffi^^: 30%Tirh:=^hy/WM^?^> 
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[0023] [^1] 





fit 4^ 


(%) 




1 




9 . 7 


13. 1 


2 




5 . 3 


7. 9 


3 




8 . 5 


14, 4 


4 




5 . 9 


9 . 2 


5 




7. 3 


7. 6 



[0024] m&\6) 

71^=100:0^90: 10) TMt-MMbT. it^^l 43mg 
^#fco ?^mr^^<^{b'^i|^lcO[^^:S.t>^^*«, $iitMl-5(c:jQttMPLC{ij; 

[0025] mmm) 

y^lg^. i/y;57<^V^;^^i>>^n-9'hi:^~^:7^— a§t±itW^i^nD*/ki^:7«i?y--/V=100 
:0^90:10)-Cjgt-ffiiib-C. 'fb^i|^2^71mg. it^^S^lO. 6mg. SLmb-^^l^ 

[0026] < 2>:^mm(D^m^^M(Dii^mi^ip^'^'h^4-n-y'^/vuy'/uiyy--/uRxiXX 
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[0027] nm^^i/t^Xm^-t^^t^^^X^^. m^it. Lille, 

J.; Bitter, L. A.; Peiner, V. Trudy-Nauchono-lssledovatel' skii Institut Slantsev 

(1969), No. 18, i27-34\zmm^t^tcjjm^^i}^^xm^ir^^t^)^x^^o fiP^p> 

[0028] ^(D^o \^VX^^ibt\.fc4-n--y=f-/Uuy/Uiyy^M^, (D^.M^^l^.^i'^tR 

ft^^'^^^ticx^. ^.t-r^^^t^^x^^, ^(D^^/j:m.tvxn. ±mm\^nm^ti^ 

[0029] if-mm<D^m^^M\^^^^x. 4-n-y^^/vuy7Wyy—7V^}i%—m&mkx^ 
[0030] (D^Jt^M^iJ n^4-n-y^;vuy/V'yy-';vm(DU^\.^ ^-a-^* 

>^Jti^ffi^iJ^»t->^LT. 0. 05-5K»%-t?fe5^i!;OW^L<. 0. 1 

[0031] <^>:^mm(D]^m^^M\^^^^x 
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;}^y^uT>^(7);e-^/^, ^iy^;^!! ; r;ftiij/N^:7^v. ^^I7^v. 7°y;^^^. :^y^^94h. 

^<9y^y. ^u-yy. ^-^vy. -^^yuyv^^])yyiyy:^^(DmitAmM;^^^y 
^y:^^T])ym. vyvy^, vj^^ym. ^-^/i^^^ym. ^^^rvy^s ^^yM 

-yy=^/U7i^vyr2^^^^, y^/]yy:jL^/\y^])yp^^y, yyzjL^/UT^ivyv^^y^ 
(Dm'<\k^])y^^^y. :ty^y-=f'/^yyt2y^hyyv2^'^:y, 'ftiy^)\^yyn^y^y 

^tt^y^>n^-y->^^(D^t4*^y^>n^f-^^0^>y:3— ^^fi^(7)?ft^iJ^;liM^ir 

mtm^^j=^^y—j\^r%y^—'r7vm(DT^^ywm^'\^MM.mtyT-r^)j\^Y^j 

^^yy. T^Y^^yy. y^v^-^^yym).Ty;vy^/v^^vym(Dm^^m'{B 
yy:ti^^yM'^=^>'^. 5;y^^^M^y7°ntvv, ^yy^TTT^m^^i^^^ 

, vy^i^my^yyyy^TV/^. iy-2-=i^^/u^^-i^ym^'f'yy^^v=^—/u. iy^y^vy 
m^''^^y'^/^y'v=i—/^. y^-2-^-y^jv^yv'^y'^iy^v^]}y. v^)-2-::r.^jv 

yyym.y^'i^^^^^y^) . ^^})^vymsJ5mmi'^/^^rvymy^v±vym . ^^^°y 



wo 2005/055962 



11 



PCT/JP2004/018649 



mM^^y^^^M(^-V^^u:y^'V^—/^'ey:^^—h. poEv?;^7^rw— b^) , POE 

T/^^/V:^^— 7^/1^^ (POE2-;^-^^/^Kt'^->-/^^— 7^/1^^) . POET/^^/'^:73i:=i 
/Ixji— 7^/^^(POEy:=^/l^:7ai:=:7lx:3^— 7^/^^), POE-/Ky;r^ 

->:/ntV>' (POP) T/l^dr/Vji— 7^71^11 (POE- POP2— 7^ 

^ ^hn- 5,^^^ poEt^-^^?4-fil!{bt^->?fifl^f*(POEt-^-:/'ffl, POEfii 

MM. ;/Ky:2^^i/^y^'y3— ^^y-lryv, l, s-y^^v?;^— /k, a:y;^yh— y 
:/^>'v^;t— /V. 1, 2-^^-^iyz>^-'/v, i, 2-^-^ ^i^-yi^-- iv , i, 2-ir^^y 

y^vvr3^^yk;r=¥v^^^/^^^i5^y^— jKyT^i^^iJ^yn^/ky v^>'#(Z), AKyryy/i^^ 

y^yy^y—V. :^y^—i->. I^^yy^^y. Ty'dT'^^^^. -<y^^. -^^^^^ t'V:^ 

^Vi^-^iJ^:^^^, ^^-^^y^m^. \iT;vnym.. tT/i^n^-^^hy^i^.. 

hy;tfy'h;^fi^. ^y^^fiit^. :3VKp!'Y^^. i^^^-f^^lifLM. tKndr^x::^^/ky^r 

y^yyyyv^y. tivi^y^. ^^y. ^v^y. :^;v^^^yy^/v^^y, m^. ^"yt- 
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mM;^^^^M^tiX\^XhMi^\ -^^ti^ ^/v^. ^j$Mm. 

^^'^'A. mm.-^^^^^zy^j>^. *S7X^-f^(>^y^). ^{[^T/v^^'^'A, ^i^/^y^i.^cD 
mw-m-Mm^mM^nx\^xh^\^. nm\:M. ^mtm. mit=^^^/v 



^V^55^'fe202-^, ^^228^-, ^^226-^-, Mfe4^> Wfe404 



505-^, 55^'fe230-^. 5!^'fe223-^, S'fe201-^, 5!F'fe213-^, M-fe204-^, It'fe20 

^^^B^MM. 2-(2'-tKn^v^-5'-t-;^y^/^:7ai:=i/v)-<^y>yri/— 71^. 4 

f|2g#:, t^'^^^^B ife^ife, tf ^^^B by/^/V^^— tf ^^>^B i^^^^y^--h. 

6 6 6 



■t^:LtKX'om^i'^^t^^^x^^. 

[0033] i^. :^mm(D^m^mMilL^ it^^ (a) ^t)^/Xf*-^(^ii:^4-n-:7"^7H/yVk 

7l/^<}rcDm^'o-^i±i-<J:S^;^;65||/^:j5tl.^^V^Pg^), 4-n-:/^7i-uy7i/^^y 
— 7l/^ii;^i$^(7)^ S^^^-^Az-^^V ^Tt) J:V \ 
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[0035] mmi:M(D0.^(DfH^ #(^^^bv ^t^coirL-Tf*. ^— 1, 3--^^^:yi^:t—/u, 
1, 2-^=^1^i^v?;r— /l^, 1, 2-^:7°i?>'v?;e-— /l^, 1, 2-^^^>'i^^—/]^^(D^ 

[0036] r^0ttj ^{i. ^tt(DijL0t4 (antimicrobial) BM'l^ ( 

bacteriostaticX{^fungistatic)i:^'ai^U/csg^l?&'9> ^Mi'^^^^ir^t)\ JLiM 

:t—j\^m^m^'(:^ . :Ltih(Di^tvh ^^t^^ <D&m^m M-^^i-tmm ^m-c^^. 

[0037] mr^v;vmy.\-im^^^^);vmk&w-t\^. M^^-MTktts^^Ab/c^Ky-^— 
, /i^^/}^y/^s^^-rss#^5^fiai-f^J^-c^^o ^^;6^§/}<y-^— xf*=i^°y-^— 
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[0038] i^Tf-. mmimm^fx. :^mm\^o^^x^KM.w-m^mm^iiu^^i^K ^mm 

[0039] <R^Ml >7"VK^-f h^#**q]$iJi^ffi 

i^rii^^-r:)^m^:im^x. tM^yf--rh^fflv^T. -xVK^^hc^^^s^fl^J^^M^ 

[0040] (1^;^^) 

(Medium 154S) {CTt^CO^M^WMl^fChCO, 

->l^iM^?f (FBS) (J:fii&^(Z):^*ISit:0.5%v/v), tmm;tMI^M4|l|*t^*|B|^ 
iimH^(rFGF-B) : 3 ng/ml) , WKn:n^^yV(j^it^4:(^^ 

ll-^iit:0.18 /zg/ml),^^;^y^(i@J*^(D:^^^iit:5 u g/m\) , hy>^y^])>' ( 

imM'P<^M^MS. : 10 ng/ml) , ^^-^y^ (i^^ifi^cOftmii^ : 3 m g/ml) , PSA^^m 
(^^ixy^igS: 50,000 Unit/mU ;^h^7°W'Y^>:/^tS : 50 g/mU Tly^^fT^Vi^ 

[0041] (t^:^:;^^) 
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^m\{-^^y^^^^'y>')^. "^"^^(Dm^mWP^. OmM(>(tfiH0^ 0. ImM. 0. 5m 

[0042] imm 

[0043] [^2] 



± ^ 'i' u ^ yms. (mM) 




0 


1 4 0 ± 2 9 


0 . 1 


1 0 1 ± 1 5 


0 . 5 


2 6 ± 8 


1 


2 4+ 6 



[0044] <f^;^M2> 

[0045] [^3] 
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3 :x:^^:^(D'f> K^^T h 











1 (D^^;^ 


0.17 


2 8 ± 1 0 




0. 2 7 


2 3+ 6 




0.15 


2 4± 9 






0. 2 4 


3 1 ± 8 




0. 2 8 


2 9 ± 1 3 



[0046] <^^M3> 
[0047] [^4] 





T^VKV^ bcOS^ (Aim) 




3 4 ± 1 9 


it^^ 3 


4 7 ± 2 8 




3 1 ± 2 2 



[0048] < U.^M4 > 
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[0049] [^5] 



(mM) 


(M%) 


/ftTI Vltst yTN /?~ 


•^m IL£n ^iltt*- 


0 


0 






0 


0. 


0 1 


y^:^T 1 


;^ 3 


0 


0. 


1 


:^ :=JT 3 


:^^T 2 


0 


0. 


5 




:^^T 1 


0. 


1 


0 


^ 1 


;^ 3 


0. 


1 


0. 


0 1 


::^^T 1 


;^ ^^T 3 


0. 


1 


0. 


1 




=iT 3 


0. 


1 


0. 


5 


:^^T A 


:3T 1 


0. 


5 


0 


;^=2T 1 


;^ 3 


0. 


5 


0. 


0 1 


;^^T 2 


;^:=iT 3 


0. 


5 


0. 


1 




>^ :=iT 3 


0. 


5 


0. 


5 


;^ 4 





[0050] < ^JfeMlS.t>^it^Ml > 

7Kl-C\ ^^M^i:b^f?!jl(7:)jbl!±7Kl'-t:\ l 0 211], 80 0 M 0^fflLT^^v^, ^ 
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(1) 



[2] — 1^5^(1) -C^^tl/S^b-n-^^^S, 5, 7->?tKn^^^-3, 6-v^7«h^v'-2-(5-tKn 

:^:=^/^) -4H-l-^:yy^}i°'7>'-4-yi-> . 5, T-v'tKn^S^-a, 6 
, 8-M;^h^;y-2-(3, 4, 5-hytKn=¥^^:7j:^yk)-4H-l-^^y't;°^^-4-;t>' 
, 3, 5-iy::^h^->'-6, 7-v^^h^v'-2-(5-:3^h^-^-4-^hdrv':73ir:i/V)-4H-l- 
^>'y't°^>'-4-;e->'&t/5, 6-v^t:Kndr-^-3, 7— :^7^h^->-2-(5-tKn^v'-2 

, 4-Z^?ih^-yy:ii=-/U)-4U-l-^>'y^'ii°^>-4-:^>-d^hmi^fh^lUXn2m&. 

[3] — (1) '(:m^n^it^^&v^yxi^^(D^(Dmmi\ ^^n/^^^Tj^m ( 

Achillea sp.) Xf4=^i^f4-^i5'V^-v'^':^'Jl (Centaurea sp.) (DS#5(Z)a^^;^-efcS^,]:r^ 

^tifcir-rS. ft 3trIlX«2ra*0^jt^ffl^Jo 
[4] ^^^^y^^^jy^m (Achillea sp.) T^^^J^ (Achillea ageratum) , io — 

•X^7=¥^T (Achillea cartilaginea) , (Achillea clavenae) . ^/"^-y/^^^) 

(Achillea filipendula) . ir-fa'^/ridciijy r> (Achillea millefolium) . -tir (Achillea 
nana) ^ y^-'^:^ (Achillea ptarmica) ^I>'tp<y'=i^^yyr> (Achillea tomentosa) tf^hM 
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